i 


10009 


PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 


LD INTELLECTUAL PROPERTY ORGANIZATIO 
International Bureau 



(51) International Patent Classification 7 : 

C07D 513/04, A61K 31/55, A61P 31/18 


Al 


(11) International Publication Number: WO 00/68235 

(43) International Publication Date: 16 November 2000 (16.1 LOO) 


(21) International Application Number: PCT/US00/12847 

(22) International Filing Date: 10 May 2000 (10.05.00) 


(30) Priority Data: 

60/133,726 


12 May 1999 (12.05.99) 


US 


(71) Applicant (for all designated States except US): THE GOV- 

ERNMENT OF THE UNITED STATES OF AMERICA, 
as represented by THE SECRETARY, DEPARTMENT OF 
HEALTH & HUMAN SERVICES, THE NATIONAL IN- 
STITUTES OF HEALTH [US/US]; Office of Technology 
Transfer, Suite #325, 601 1 Executive Boulevard, Rockville, 
MD 20852 (US). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): NEAMATI, Nouri 
[US/US]; 3721 Emily Street, Kensington, MD 20895 (US). 
POMMIER, Yves [US/US]; 8102 Maple Ridge Road, 
Bethesda, MD 20814 (US). GAROFALO, Antonio [IT/IT]; 
Strada Cassia Nord, 2, 1-53100 Siena (IT). NACCI, Vito 
[IT/IT]; Via Fratelli Bimbi, 20, 1-53100 Siena (IT). 


(74) Agent: NOONAN, William, D.; Klarquist, Sparkman. Camp- 
bell, Leigh & Whinston, LLP, One World Trade Center, 
Suite 1600, 121 SW Salmon Street, Portland, OR 97204 
(US). 


(81) Designated States: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, CA, CH, CN, CR, CU, CZ, DE, DK, DM, 
DZ, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV, MA, MD, MG, MK, MN, MW, MX, NO, NZ. PL, PT. 
RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, 
UA, UG, US. UZ, VN, YU, ZA, ZW, ARIPO patent (GH, 
GM, KE, LS, MW, SD, SL. SZ, TZ. UG, ZW). Eurasian 
parent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM). European 
parent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, 
IE. IT, LU, MC, NL, PT, SE), OAPI patent (BF, BJ. CF, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN. TD, TG). 


Published 

With international search report. 

Before the expiration of the time limit for amending the 
claims and to be republished in the event of the receipt of 
amendments. 


(54) Title: THIAZEPINE INHIBITORS OF HIV-1 INTEGRASE 



(57) Abstract 

The present invention discloses non-catechol compounds, such as thiazolothiazepines, and analogs and derivatives thereof, which 
are anti-integrase inhibitors. The compounds, which are useful as treatments for HIV disease, include compounds (1), (II), (III), or 
pharmaceutically acceptable salts thereof wherein A is thiazole, benzene, naphthalene, pyridine, pyrimidine, pyrazine, or quinoline; R is 
one or more of H, halogen, lower alkyl, lower alkoxy, NO2, lower ester or carboxylic acid; X-Y is CH2-S, S-CH2, CH2-O, CH2-S(0), 
S(0)-CH 2 , CH2-CH2, CH2-CH2-CH2, or CH2-CH2-CH2-CH2; R 4 is H or hydroxy; R5 is H, phenyl, or alkylamine; W is S or O; and R6 
is H, substituted or unsubstituted alkyl or amine; and Z is S, O, CH2, CH2CH2, or C=0. 


